=> d his 



(FILE *HOME* ENTERED AT 09:20:01 ON 19 DEC 2002) 



LI 4 S MLK4 

91135 S "ULTRAVIOLET RADIATION" 

S "C-JUN N-TERMIAL KINASE KINASE KINASE" OR "JNKKK" 
2 S LI AND L3 
^5 1 DUP REM L4 (1 DUPLICATE REMOVED) 

L6 1 S L2 AND L3 

L7 5732102 S CLON? OR EXPRESS? OR RECOMBINANT 

L8 12 S L3 AND L7 

4 DUP REM L8 (8 DUPLICATES REMOVED) 
E BLUMENBERG M/AU 
LIO 437 S E3 

Lll 1 S L3 AND LIO 

L12 2 S LIO AND L2 

2 DUP REM L12 (0 DUPLICATES REMOVED) 
E GAZEL A M/AU 
L14 1 S E3 

L15 1483 S L2 AND KINASE? 

L16 735 S L7 AND L15 

L17 425 S L16 AND HUMAN 

L18 89038 S KERATINOCYT? 

91 S L17 AND L18 
^20 60 DUP REM L19 (31 DUPLICATES REMOVED) 

L21 1 S L20 AND LI 
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AsJc CAS for self-help around the clock 

7ni^!If?''K ^^^"^"^ I'"Pl^">e"tation of a New Subject Area 

^Db Will be removed from STN 

Recordr^roS^^p"^'"''' available in IFICDB, IFIPAT, and IFIUDB 
R?n?T?r M available in CAPLUS, HCAPLUS, and ZCAPLUS 

BIOSIS Gene Names now available in TOXCENTER 
Federal Research in Progress (FEDRIP) now available 

PCTFULL has been reloaded 

FOREGE no longer contains STANDARDS file segment 
USAN to be reloaded July 28, 2002; 
saved answer sets no longer valid' 
Enhanced polymer searching in REGISTRY 
NETFIRST to be removed from STN 
CANCERLIT reload 

PHARMAMarketLetter(PHARMAML) - new on STN 
NTIS has been reloaded and enhanced 
Aquatic Toxicity Information Retrieval (AQUIRE) 
now available on STN 

IFIPAT, IFICDB, and IFIUDB have been reloaded 

The MEDLINE file segment of TOXCENTER has been reloaded 

Sequence searching in REGISTRY enhanced 

JAPIO has been reloaded and enhanced 

Experimental properties added to the REGISTRY file 

Indexing added to some pre-1967 records in CA/CAPLUS 

CA Section Thesaurus available in CAPLUS and CA 

CASREACT Enriched with Reactions from 1907 to 1985 

EVENTLINE has been reloaded 

BEILSTEIN adds new search fields 

MED^INr.nr^' International (NUTRACEUT) now available on STN 

NhULINE SDI run of October 8, 2002 

DKILIT has been renamed APOLLIT 

More calculated properties added to REGISTRY 

TIBKAT will be removed from STN 

CSA files on STN 

tSceSfr°'' ''^^l'''' ^PPli^^tions from 1978 to date 

TOXCENTER enhanced with additional content 

Adis Clinical Trials Insight now available on STN 
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FILE 'HOME' ENTERED AT 09:20:01 ON 19 DEC 2002 

SINCE FILE TOTAL 

FULL ESTIMATED COST SESSION 

0.21 0.21 

FILE 'MEDLINE' ENTERED AT 09:20:23 ON 19 DEC 2002 

FILE 'EMBASE' ENTERED AT 09:20:23 ON 19 DEC 2002 

COPYRIGHT (C) 2002 Elsevier Science B.V. All rights reserved. 

FILE -BIOSIS' ENTERED AT 09:20:23 ON 19 DEC 2002 
COPYRIGHT (C) 2002 BIOLOGICAL ABSTRACTS INC. (R) 

FILE -BIOTECHDS- ENTERED AT 09:20:23 ON 19 DEC 2002 

COPYRIGHT (C) 2002 THOMSON DERWENT AND INSTITUTE FOR SCIENTIFIC INFORMATION 

FILE -SCISEARCH' ENTERED AT 09:20:23 ON 19 DEC 2002 

COPYRIGHT (C) 2002 Institute for Scientific Information (ISI) (R) 

FILE 'HCAPLUS' ENTERED AT 09:20:23 ON 19 DEC 2002 

vrl.ll o^^^f ^ ^° ™^ ^^^^ STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS 

COPYRIGHT (C) 2002 AMERICAN CHEMICAL SOCIETY (ACS) 
FILE 'NTIS' ENTERED AT 09:20:23 ON 19 DEC 2002 

Compiled and distributed by the NTIS, U.S. Department of Commerce 
It contains copyrighted material. "mmerce. 
All rights reserved. (2002) 

FILE 'LIFESCI' ENTERED AT 09:20:23 ON 19 DEC 2002 
COPYRIGHT (C) 2002 Cambridge Scientific Abstracts (CSA) 

=> s mlk4 

LI 4 MLK4 

=> s "ultraviolet radiation" 

^2 91135 "ULTRAVIOLET RADIATION" 

=> s "c-jun N-termial kinase kinase kinase" or "JNKKK" 

"C-JUN N-TERMIAL KINASE KINASE KINASE" OR "JNKKK" 

=> s 11 and 13 

2 LI AND L3 

=> dup rem 14 

PROCESSING COMPLETED FOR L4 

1 DUP REM L4 (1 DUPLICATE REMOVED) 

=> d all 



L5 
AN 
TI 



screening and development; 

vector-mediated gene transfer, expression in host cell, antisense 
oligonucleotide and ribozyme for recombinant protein production and 
disease gene therapy 

AU Blumenberg M; Gazel A M 

PA Univ. New- York 

LO New York, NY, USA. 

PI EP 1085093 21 Mar 2001 

AI EP 2000-307866 12 Sep 2000 

PRAI US 1999-155029 20 Sep 1999 

DT Patent 

LA English 

OS WPI: 2001-236883 [25] 

AB The human DNA sequences as defined by protein sequences of the- 
MLK4 gene containing 54 amino acids (I); PAK4 gene containing 48 
IclTs tlifoi'^fi; gene containing 48 amino acids (III), 311 amino 

aSds iVl\ , J T T"^" 5^^^ containing 48 amino 

vector c^itiii}n^''?T\/Tf ' ' ^1^° claimed are: a recombinant 

vector containing (I-VI) or derivatives of (I-VI) ; a host cell containing 
the vector; a substantially purified or isolated protein (VII) containing 
a protein sequence selected from (I-VI); preparation of (VII) by "^^"^''^ 

nrn^^""^ "^^^ """^^^ Conditions that allow expression ^f the 

protein and recovering the protein; an antibody specific to a protein 
containing (I-VI); screening compounds (e.g. antisense oligonucleotides 

llnlil^l"^""^ f ""''"^^^ ^^^^^^ °f --^^^ N-tLminar^nase 
kinase kinase (CFNKKK) gene product; screening compounds that 

vc^o ^^tivity of a jnkkK; identifying a binding partner 
or YbK^; and detection of an MLK4-, PAK4-, PAK5- or 
YSK2-related DNA in a sample. The new DNA sequences encoding a 
JNKKK protein, which is associated with skin damage is useful in 
drug screening. (51pp) 

CC D PHARMACEUTICALS; D3 Peptides and Proteins; D PHARMACEUTICALS; D7 

Nucliic Acid^Tech'^^1^'^^^^^^' ^ ^^^^'^^^ ENGINEERING AND FERMENTATION; Al 

CT RECOMBINANT C-JUN N-TERMINAL KINASE KINASE KINASE PREP., VECTOR-MEDIATED 
p?So.^\'no' ^^^^^2^^°^ HOST CELL, ANTISENSE OLIGONUCLEOTIDE 
RIBOZYME, APPL. DRUG SCREENING, DISEASE GENE THERAPY ENZYME RNA ENZYME 
DNA SEQUENCE PROTEIN SEQUENCE (VOL.20, NO. 16) l^N^YME 

=> d his 

(FILE 'HOME' ENTERED AT 09:20:01 ON 19 DEC 2002) 

FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS NTIS 
LIFESCI' ENTERED AT 09:20:23 ON 19 DEC 2002 WLAPLUS, NTIS, 

LI 4 S MLK4 

^2 91135 S "ULTRAVIOLET RADIATION" 

^3 17 S "C-JUN N-TERMIAL KINASE KINASE KINASE" OR "JNKKK" 

L4 2 S LI AND L3 

1 DUP REM L4 (1 DUPLICATE REMOVED) 

=> s 12 and 13 

L6 1 L2 AND L3 

=> d all 

L6 ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2002 ACS 
AN 2001:207982 HCAPLUS 
DN 134:232725 

TI Human genes and polynucleotides encoding novel c-Jun N-terminal kinase 

kinase kinases MLK4, PAK4, PAK5, and YSK2 expressed in k^JaJSocJjSr Ld 



AB 



uses thereof 

New York University, USA 
SO Eur. Pat. Appl . , 51 pp. 

CODEN: EPXXDW 
DT Patent 
^ English 

ICM C12N015-54 

CC 3-3 ,bSZ"S St";?"' =""«53-6e 

Section cross-reference (s) • i 7 i ■j ic 
FAN.CNT 1 j-cnceis;. i, 7, 13, 15 

PATENT NO. KIND DATR 

____ ^^l^ APPLICATION NO. DATE 

PI EP 1085093 A2 ?nmn-?9i 

EP 1085093 A3 2OO2103J 2000-307866 20000912 

" "I: si: l?: lv: ^e, mc, pt, 

JP 2001157590 A2 ?nm'n^Vo 
PRAI US 1999-155029P P 19990920 2000-284980 20000920 

TeLzziTs ;his^:re"th:^^rN-t^i^"^^\-^^^- ^^^^^ ~ 

PAK4, PAK5, and YSK2. CDnJs encodina Z^l '^^"^^^ '^^'^^^^^ f^LK4, 

to c-Jun N-terminal kinase kinase Jinaseri ^^^f^^^^ ^^^h sequence homoi. 
keratinocytes by RT-PCR usi^g pJimeirSLrcL epidermal 
domain. MRNAs for these kin^,«= , T "^o^^espond to the kinase 
including keratinoc^^L Expressro^'of J" t"^--^' 

light. While YSK2 m^A is induc:d W-C is induced by UV-A 

sequence for the human PAK5 aene wbI oK^ • ^ ^ complete genomic 
to human chromosome 15 by its phyf lin^ ^""^^ ^^^^ "^^PPed 

genomic clone. The invention l^^^age to a PLC-2 gene in a PI 

to MLK4, PAK4, PAK5, and ^SK2 aeneTand "^^^^ homologous 

derived from the ci;imed sequences ^n Tddn ^"'"^'^^ "^^^^ P^^- 

methods of using the disclosed ooICnnS t ^" invention claims 

drug discovery, esp. in scrJ^ning d'°'f ?h ^""^ P^°^"-ts in 

?:ot\jf mo^j??r -\^Lss:rmr- 
kSSs'i;;;: pAK;fkKrani\^^j/"^°'''^^ ^-^^^^^ 

ney ' ^''^ ^^^^2 expressed in keratinocytes) 

cr ea s 

IT UV A radiation ' '^^"^ expressed in keratinocytes) 

k™fen^L'"JSK°4?'pS5'":n°d';iK2T' ""'""^"'^ >^--e 

response to UV light) expressed in )terati„ocytes and in 

IT UV c radiation 

una'Lrs4^"Si;.?^?ij5r",r;iKr:Sr:;s'e"s ""T"^"'^ 

response to UV light) expressed in keratinocytes and in 

IT Transcriptional regulation 



IT Kidney 

Pancreas 



response to UV light) 
Proteins, specific or class 

RL:^BUU (Biological use, unclassified); BIOL (Biological study); USES 
(complexes; human genes encodinq novel c-Jun M-h^Km-ir..i i • 

Probes (nucleic acid) 

RLrJUU (Biological use, unclassified); BIOL (Biological study); USES 

^^JuJ'lft'' P^'^J-' or YSK2-related; human genes encoding novel 

c Jun N-termmal kinase kinase kinases MLK4, PAK4, PAK5 and ?Ik2 
Oeni:rZTl ^^"^^-^V-^ -ef^l fo. d^ug dilcoCe^^) ''''' 

^R.L?°^- occurrence); BSU (Biological study, unclassified) - RUir 

(Bxologxcal use, unclassified) ; PRP (Properties); BIO^ (M^ogicfl sLv) 
OCCU (Occurrence); USES (Uses) ^ oxuxogicaj. scuay) , 

(for protein kinase PAK5; human genes encoding novel c-Jun N-termin.l 

k:r:?Lc's?::)''"^^^^ -p--- L'^^^^-^^ 

; BU" 
(Uses) 



Gene, animal 

(Ssesf unclassified); BIOL (Biological study); USES 



c Tnn^M ^ • f f^' '^^'^^ ' ^^^^ ' ^^^2; human genes encoding novel 

c-Jun N-terminal kinase kinase kinases MLK4, PAK4, PAK5 and ?Ik2 
expressed in keratinocytes ) ' 
Chromosome 

(human 15, PAK5 gene; human groas encoding novel o-Jun N-tetmlnal 

llT.llrlTy"l"'^"" -P'""AT"'' 

Molecular cloning 

MS"p?Kr%;Kr1nd Js^?' ^-^--^-^ kinase kinases 

mRNA expressed in keratinocytes) 

RL: BOG (Biological occurrence); BSU (Biological study, unclassified)- BU 
Biological use, unclassified); BIOL (Biological study ;ScCU 
(Occurrence); USES (Uses) ^ 

M^Kr^plKr'pAKr'''"^ N-termmal kinase kinase kinases 

Antibodies ' expressed in keratinocytes) 

(SseT unclassified); BIOL (Biological study); USES 

Ml:r'pXKr%;jr1nI ?skp' N-termmal kinase kinase kinases 

Animal cell expressed m keratinocytes) 

Animal tissue 
Skin 

Stress, animal 
UV radiation 

mIm"%Im"%ITs°^':'. ^"""^ N-terminal kinase kinase kinases 

to U^ UghU expressed m keratinocytes and in response 

Drug screening 
Laboratory animal 
Molecular association 

MJKr"p?Kr%JKr''and ylT.^ i^i— kinase kinases 

dr^g diJco;erJ) ' '''''' expressed m keratinocytes and useful for 

Cytokines 

RL: ADV (Adverse effect, including toxicity); BIOL (Bioloaical studv) 
(inflammatory; human genes encoding novel c-Jun N-JerZal kinase 
kinase kinases MLK4, PAK4, PAK5, and ySK2 expressed iTk^ratin'ytes 



and useful for drug discovery) 
IT Skin 

(keratinocyte PAK4, PAK5, MLK4; tissue expression of human genes 
and°?SKf)''°'' N-terminal kinase kinase kinases MLK4, PAK4, PAK5, 

IT DNA sequences 

(of PAK5 gene isolated from human) 
IT Protein sequences ' 
cDNA sequences 

IT 247i96-?r?'%^n4fif 7oT'%^n^f' ^""^^ isolated from human) 

330551-62-2 ^^^^^^'^^-l 330556-53-1 330556-59-7 330556-60-0 

(Biol'ogicafstu'dyf ^-^--^^^^^ ^ (Properties); BIOL 

IT SSoisf sequence; of human MLK4, PAK4, PAK5, and YSK2 kinases) 

ii 330457-49-3, c-Jun N-terminal kinase kinase kinase 

RL: BSU (Biological study, unclassified); BIOL (Biological study) 

MJKrMKr%A!^^°'''"^ T.lf N-terminal kinase kinase kinases 

IT ??nn^r;-7 ? ; ' ^""^ ^^^^ expressed in keratinocytes ) 

SSoSs'ls l' mT"" ^^"^^tP^'^^ 247112-13-6, Protein kinase PAK5 
RL BUII mfAi V^^^'" ^'■''^'^ 330457-84-6, Protein kinase YSK2 

st^dy?; llsEs'X:} ""^^^^^^^^^^ ' (Properties,; BIOL (Biological 

M^KrMKr'pAK^'''''^ T.f N-terminal kinase kinase kinases 

IT 330487-77-T' ' 330487-78-o'''' keratinocytes) 

(Mo!ogica'i°stu'dr '''''' ""^^^^^^^^^^ (Properties); BIOL 

kinases!'^'*^ sequence; DNA sequence of human MLK4, PAK4, PAK5, and YSK2 

" RL°'BSu'(Bi 1 ''''''-I'-J 330487-75-7 330487-76-8 330490-57-8 
(Biol'ogic^a'rstu'iy?' ^^1-^^^^^^) ' (Properties); BIOL 

kJnases)'"^^ sequence; cDNA sequence of human MLK4, PAK4, PAK5, and YSK2 

" 33049i:89:9 '^'''^-''-^ 330491-86-6 330491-87-7 330491-88-8 

RL: PRP (Properties) 

(unclaimed nucleotide sequence; human genes and polynucleotides 
Tv^l^? ^'^''^^ ^"^^^ N-terminal kinase kinase kinases MLK4, PAK4 PAK5 
and YSK2 expressed in keratinocytes and uses thereof) ' 



=> d his 

(FILE 'HOME* ENTERED AT 09:20:01 ON 19 DEC 2002) 

FILE 'MEDLINE, EMBASE, BIOSIS, BIOTECHDS, SCISEARCH, HCAPLUS NTIS 
LIFESCI' ENTERED AT 09:20:23 ON 19 DEC 2002 HCAPLUS, NTIS, 

LI 4 S MLK4 

p2 91135 S "ULTRAVIOLET RADIATION" 

^ "C-JUN N-TERMIAL KINASE KINASE KINASE" OR "JNKKK" 
2 S LI AND L3 

1 DUP REM L4 (1 DUPLICATE REMOVED) 
1 S L2 AND L3 



L3 
L4 
L5 
L6 



-> s clon? or express? oe recombinant 
< User Break > 



SEARCH ENDED BY USER 
SEARCH ENDED BY USER 



-> s clon? or express? or recombinant 

4 FILES SEARCHED. , . 
L7 5732102 CLON? OR EXPRESS? OR RECOMBINANT 

=> s 13 and 17 

12 L3 AND L7 

=> dup rem 18 

PROCESSING COMPLETED FOR L8 

4 DUP REM L8 (8 DUPLICATES REMOVED) 

=> d 1-4 ibib ab 



L9 ANSWER 1 OF 4 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



DUPLICATE 1 



AUTHOR: 

CORPORATE SOURCE 



SOURCE: 

PUB . COUNTRY : 
DOCUMENT TYPE: 
LANGUAGE: 
FILE SEGMENT: 
ENTRY DATE: 



AB 



MEDLINE 
2 002 661945 IN-PROCESS 
22309224 PubMed ID: 12421372 

of rirS'^n^^^ JNK-dependent and -independent components 
of cerebellar granule neuron apoptosis. 
Harris Charles; Maroney Anna C; Johnson Jr Euqene M 
Departments of Molecular Biology and Pharmacology and 
Neurology, Washington University School of Medicine St 
Louis Missouri, USA Cephalon Inc., West Chester, ' 
Pennsylvania, USA. 

JOURNAL OF NEUROCHEMISTRY, (2002 Nov) 83 (4) 992-1001 
Journal code: 2985190R. ISSN: 0022-3042. 
England: United Kingdom 
Journal; Article; (JOURNAL ARTICLE) 
English 

IN-PROCESS; NONINDEXED; Priority Journals 
Entered STN: 20021108 
Last Updated on STN: 20021212 

inhibitor of macromolecular synthesis or expression of 

t^TeTulTlt cluTr''' r^'" observations suggest that Bax activation is 
Th^k^ n target gene(s) up-regulation following troohic 

and Bira. The molecular mechanisms underlying granule cell neuronal 

m?7515r "^K^r '° potassium wLe'investiga'd using SeP-1347 

ormH Jfi' ^^^'^^^'^'^tor of the MLK family of Jm. 6ep-1347 
provided protection of potassium-serum-deprived granule cells but surh 

JNKK MKK4 becomes phosphorylated, an event blocked by CEP-13?7. CeUs that 

indLatinr^^^^'rv,''^' "^^'^ ""^^^ P38 inhibitor SB203580, 

indicating that the neuroprotective effect of the JNK pathwav inhibitor 
cannot be explained by p38 activation. Activation of tEe JNK^^sJg^an^a 
pathway seems to be a key event in granule cell apoptosis but ?Kse 
sigianng^'^"' ^^^^'^^ ^^^"^ °' susta;;ed1l3'kin\se 



L9 ANSWER 2 OF 4 
ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 



MEDLINE 
2002096084 MEDLINE 
21683411 PubMed ID: 11825878 

Activation of the JNK pathway during dorsal closure in 
Drosophila requires the mixed lineage kinase, slipper 



Stronach Beth; Perrimon Norbert 
CORPORATE SOURCE: Department of Genetics, Howard Hughes Medical Institute, 

CONTRACT NUMBER: Gm9775 XSst ^^-^^^-^^ °2115, USA. 

SOURCE: GENES AND DEVELOPMENT, (2002 Feb 1) 16 (3) 377-87 

Journal code: 8711660. ISSN: 0890-9369 
PUB. COUNTRY: United States 

ri^^rZrl Jo^^nal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200202 

ENTRY DATE: Entered STN: 20020205 

Last Updated on STN: 20020301 

Entered Medline: 20020228 
AB The Jun kinase (JNK) pathway has been characterized for its role in 

g iwti'aid'dia';; h'''"''h" modulating the balance bJt^^en cell 

growth and death during development, inflammation, and cancer Six 
families of mammalian kinases acting at the level of JNKKK We 
^"^^/^if^^^^P^^r^^^ regulators of JNK activity (MLK, LZK^TAK ASK MEKK 
and TPL); however, the specificity underlying'^whichkina;eJs 'utilized f;r 
transducing a distinct signal is poorly understood. In Drosophila JNK 
signaling plays a central role in dorsal closure, controSng cell 2te 
and cell sheet morphogenesis during emfcryogenesi^ . Notably' L the fly 
TZlVJ r =i"?l^homologs of each of the maxr^alia^ 

families. Here, we identify mutations in one of those, a mixedTineaqe 
kinase named slipper (slpr) , and show that it is required for Jm^ 

PutaSve°™'"Lnrr' T^''^'^^^' ^'^^^^^ ^Lt other 

putative JNKKKs cannot compensate for the loss of slpr function 

and, thus, may regulate other JNK or MAPK-dependent processes. 

L9 ANSWER 3 OF 4 BIOTECHDS COPYRIGHT 2002 THOMSON DERWENT AND t^t 
ACCESSION NUMBER: 2001-08201 BIOTECHDS ^"^^^"^ DERWENT AND ISI 

polynucleotides encoding a c-Jun N-terminal kinase kinase 
kinases i.e. MLK4, PAK4, associated with skin damage for use 
m drug screening and development; 

vector-mediated gene transfer, expression in 

host cell, antisense oligonucleotide and ribozyme for 

recombinant protein production and disease qene 

therapy 

AUTHOR: Blumenberg M; Gazel A M 

PATENT ASSIGNEE: Univ. New- York 
LOCATION: New York, NY, USA. 

PATENT INFO: EP 1085093 21 Mar 2001 

APPLICATION INFO: EP 2000-307866 12 Sep 2000 
PRIORITY INFO: US 1999-155029 20 Sep 1999 
DOCUMENT TYPE: Patent 
LANGUAGE: English 
OTHER SOURCE: WPI : 2001-236883 [25] 

AB The human DNA sequences as defined by protein sequences of the: MLK4 aene 
containing 54 amino acids (I); PAK4 gene containing 48 amino a^ids (i?) 
PAK5 gene containing 48 amino acids (III), 311 amino acids (iJror 68^ 

Jno^^'^^H?' f"^^ ^""^ 5^"^ containing 48 amino acids (VI) (all 

specified), are claimed. Also claimed are: a recombinant 

S ee^t^T^rsub'sta^r^'ir ""^^'T'^^^ °' '^-^^'^ ^ containing 
cne vector, a substantially purified or isolated protein (VII) containing 

cuV.^ f^'^T"" ^^l^^t^d f-^'" (I-VI); preparation of (Vl" by ^ 

culturing the host cell under conditions that allow expression 
of the protein and recovering the protein; an antibod^Seci^ic to a 
protein containing (I-VI); screening compounds (e.g. anSeJse 
oligonucleotides or ribozymes) that affect the cellular levels of c-Jun 
N-terminal kinase kinase kinase (jnkkk) gene product; screening 
compounds that affect the activity of a Lkkk; identifying a ^ 



yJit ^^,^t'Tt,L ^""^ detection of an MLK4-, PAK4-, PAK5- or 

YSK2-related DNA in a sample. The new DNA sequences encoding a 
JNKKK protein, which is associated with skin damage is useful in 
drug screening. (51pp) 

L9 ANSWER 4 OF 4 MEDLINE DUPTTPATP 

ACCESSION NUMBER: 2001200195 MEDLINE i^uh-LiLAi t, J 

DOCUMENT NUMBER: 21184106 PubMed ID: 11287182 

°f the Drosophila TAK homologue dTAK durinq 
development. 

JJ^h^ly ^' Kockel L; Gaengel K; Weber U; Bohmann D; Mlodzik 

CORPORATE SOURCE: EMBL Developmental Biology Programme, Meyerhof strasse 1, 

69117, Heidelberg, Germany. 
SOURCE: MECHANISMS OF DEVELOPMENT, (2001 Apr) 102 (1-2) 67-79 

Journal code: 9101218. ISSN: 0925-4773 
PUB. COUNTRY: Ireland 

^i^^ruTnl ^""'"^^ Journal; Article; (JOURNAL ARTICLE) 

LANGUAGE: English 

FILE SEGMENT: Priority Journals 

ENTRY MONTH: 200108 

ENTRY DATE: Entered STN: 20010820 

Last Updated on STN: 20010820 
Entered Medline: 20010816 



AB 



varietv of Ta. V ^ '^'''^^ ^^^^ "^^^^ implicated in a 

Snase^^^K) T^'^'" °^^?inally described as a TGF-beta activated 

Sron^h T M ' subsequently been demonstrated to signal 

fj' ^"'^ N-terminal kinase (JNK) and Nemo types of MAP kinases 
and the NFkappaB inducing kinase. Despite these mul^^ple proposed ' 

reDor^°?h; 1^0/^'''''° °' ^""^ ^""^'^^ '^^"^^^^ ^^^^^"^ unclear. Here we 

report the isolation and genetic characterization of the Drosophila TAK 

^n?: fCe'ncf (SlA'f't'T'°"'"^ overexpression and double-stranded^I 
interference (RNAi) techniques we have analyzed its function durinq 
embryogenesis and larval development. Overexpression of dTAK in Jhe 
embryonic epidermis is sufficient to induce the transcription of the JNK 
target genes decapentaplegic and puckered. Furthermore, overexpression of 
dominant negative (DN) or wild-type forms of dTAK in wing and eJe Imaginfl 
tllnl'r n^ICSri"' ^'i^'^ ^^ ^^^^^^ - thorax closure' and oZ.lTllT' 
.^nTJ,^ l^'. ""^^^ described phenotypes associated with JNK 
signaling activity. Surprisingly, RNAi and DN-dTAK expression 
studies in the embryo argue for a differential requirement of dTAK durinq 
developmental processes controlled by JNK signaling, and a redundant oJ 
minor role of dTAK in dorsal closure. In addition, dTAK-mediated 
ablatJoi^nh f"" Drosophila eye imaginal disc leads to an eye 

ablation phenotype due to ectopically induced apoptotic cell death. 

Sr.id ''w ' ^"^^ ^^^^ ^^^'^ ^1-° through the 

p38 and Nemo kinases m imaginal discs. Our results suggest that dTAK can 

otL^MApf^ rr'"""^ °' ™^ '"^^^^P^^ ^°"texts anf also 
i^diL^ ^L^"-^ ^^^l However, the loss-of- function RNAi studies 
oSiina on?f "°^^t^^=tly required and thus either redundant or 

playing only a minor role in the context of embryonic dorsal closure 
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The human DNA sequences as defined by protein sequences of the: MLK4 gene 

PAK^aei^^ ^^"^''^^ ^f.''' '''' ^""^^ containing 48 amino acids (i?) ; 

PAK5 gene containing 48 amino acids (III), 311 amino acids (IV) or 681 
ammo acids (V); and the YSK gene containing 48 amino acids (VI) (all 
specified), are claimed. Also claimed are: a recombinant vector 
containing (I-VI) or derivatives of (I-VI) ; a host cell containing the 
vector; a substantially purified or isolated protein (VII) containing a 

Vy.t t. '^'^'tr''^/^^^''^^'^ preparation of (VII) by culturing 

the host cell under conditions that allow expression of the pLtein and 
recovering the protein; an antibody specific to a protein containing 
(I-VI); screening compounds (e.g. antisense oligonucleotides or 

ilnlTt ^ ^^^T ^^ll^l^r levels of c-Jun N-terminal kinase 

kinase kinase (jNKKK) gene product; screening compounds that 
affect the activity of a JNKKK; identifying a binding partner 



cc 



CT 



of YSK2; and detection of an MLK4-, PAK4-, PAK5- or YSK2-related DNA in a 
sample. The new DNA sequences encoding a jnkkk protein, which 

d%^^CeSt?cats m'p ''t'"^ /-eful in drug screening. (51pp) 
D PHARMACEUTICALS; D3 Peptides and Proteins; D PHARMACEUTICALS; D7 

NicJ^i^'AcSlechnoMgr"'' ENGINEERING AND FERMENTATION; Al 

RECOMBINANT C-JUN N-TERMINAL KINASE KINASE KINASE PREP VECTOR-MEDTATFn 
prSn.^f^'^"''' ^^P^ESSION IN HOST CELL, ANTISENSE OLIGONUCLEOTIDE 
RIBOZYME, APPL. DRUG SCREENING, DISEASE GENE THERAPY ENZYME RNA ENZYME 
DNA SEQUENCE PROTEIN SEQUENCE (VOL.20, NO. 16) 
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Detecting exposure of a cell, especially keratinocyte to 
ultraviolet radiation, by measuring levels 
of several RNAs or proteins in cell and establishing a 
pattern of expression which indicates UV radiation exposure; 
c-fos and anterleukin-6 expression profiling using DNA 
array and bioinformatic software for cancer and skin aqinq 
diagnosis and gene therapy 
AUTHOR: BLUMENBERG M 
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PATENT INFO: WO 2002020849 14 Mar 2002 

APPLICATION INFO: WO 2000-US28214 8 Sep 2000 
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AB DERWENT ABSTRACT: 

NOVELTY - Detecting (M) exposure of a cell to ultraviolet (UV) radiation 

ceTfa?;"? "r^"''"^ ''"^'^ °' ^"""^^ °^ P-*^-- molecules in Se ' 

cell after UV exposure, is new. The response i.e. a pattern of altered 
expression of the cell to UV radiation exposure is estaMished and 



at^ieast'one^of'^' "f' f^^f^ '° radiation. The cell comprises 

at least one of first, second and third response. 

ultravfotet'^mSf '^''h''J°'' " detecting (M) exposure of a cell to 

sr::ieiSeiT proi: ;rin^thri:jrfor:riL^t^'^ 'r'- 

t"f ce\\- o^T^a^di^t^o-^^^^^^^" cf^^pre^si^^ ^l^. 

cne ceil to UV radiation exposure involves: (1) a first resnon^f^ 
comprising altered expression of the nucleic acid moleSe mrencodina 

prot"ir:;f i°NA'r'°i.''°'^'^' ^ ^ signar^ransdJcl^r ' 

protein and a NA encoding a mitochondrial protein, or altered expression 

LprLsi'ro? a^;f ' '^'^'^^'^ co;prising aTaSr" 

cytokine anf t ^"'^^^^"^ a secreted growth factor, a m encoding 
cytokine, and a NA encoding chemokine, or altered exnre<5«;inn o-f i-hl 

tr;i-aL°at^L\:^-"^^.-s^^.--rira"^^ 

e%T3-rrL%Tr-iiSon-S-.L^ So-e-^fL^^ 

DlKLSsSRl'^^r'h^"" ^ ^^'^'^^^^ ^^^^^^^^ bindi'^g^^rNA ?'w S f 

a cen to UV r P^^^'l^^^^^tical composition for modulating the response of 

res^lLe^^^tif ce^^-to%Traatl--e1p^-r: ~' ^^^^^ 

second"L'S^rSiL\::p^'ns"^^Sr;ad?\^^"^^" °^ 
at a wavelength of 22o!?:r:m,;'LSra"?r290-32Tro: So^slrnm^^Ta 
total energy exposure of 0.2-40 mJ/cm2. The pattern further comprises the 
^"f V'^^?""^ ^^^^^ responses being 0.5-2, 4-8 and 16-^4 hour^ 

respectively, post-exposure to UV radiation. The altered expressfo; 
comprise an increase or decrease in RNA or protein iJ^Il Se ?irs? 
second and third response comprises altered expression of It leasfttree 
utll'/'^^li molecules, each being 90 % identical to a polynucleotide 
listed in the specification. An altered pattern of expression is 

of LT^ral ^A'^oLrr^'^'^" '''''''''' --P^--^ measuring t^J levels 

point af?er^ rad^.M^' °" 1^^^' time 

point atter UV radiation exposure to establish a test pattern of 

a c^rrio^V^fdiaTf^'"' '''' P^'^^^^ °' expressiL the refponse of 

cell L similar Jo Jh^ exposure. If the pattern of expression fo? the 

analysis, comprising isolating RNA from the cell post-uJradiation 
lli::::^ llTell^r^iolT' expression array by nucLic acid\ybridization 

substrate analvzina tLT'^^i'™'"'"^- '° expression array 

uu^jurate, analyzing the test expression array to create a test 

er^rrSont'S '^'^ ^^^-^^^^^^ expresrion a ray data 

li ^^^^^ 

groups. ^ ^ expression by first, second and third response 

ACTIVITY - Cytostatic; Keratolytic. 

USE^^S metf " "ff '""^P^* ^^-lo^i-l data is given, 
.erat L\yJ^-S°^.;: -L"^^^^^^^^^ as 

ra1i"tL°n 'S:'uf' 'h'°^ • '^'^^^'"^ ^^^^^ - res^ons: Jo Sv 

radiation. The UV radiation of regulated nucleic acid molecules and 

CeatmL't"" ^"^^^^ °^ therapeutic methods for tL 

treatment or prevention of premature aging of the skin and of skin 



foTZLl t disorders of an individual. The method is also useful 

K ^^""^ ^ compound including protein, nucleic acid molecules 

carbohydrates, lipids, that modulate response of a cell to UV radiation 
exposure. The compounds are useful for treatment and/or prophyJaSs 

keratiio"? T""'" ^^'^-^-^ epidermal tumors, "^be^Jgi 

Keratinocytic tumors and malignant melanoma. ADMINISTRATION - 
Administered by topical, intradermal, intravenous intraperitoneal 
intramuscular, oral or subcutaneous route. No dosage is g^ten 

EXAMPLE - cultures of epidermal keratinocytes from h^man ' foreskin 

N2"o;ce'^ha:fd"%\'' '^^'^^ '^^^^^ f--^ 1 quid 

Sefin^H i' f "^^"tmocytes were grown without feeder cells In 

0 ol an t keratinocyte growth medium (KGM) supplemented ^ith 

0.05 g/1 bovine pituitary extract, 5 ng/ml epidermal growth factor and 1 
wh^c^w ''^"^ ^^^^ trypsinized with%.025 % tryp;in 

mi? A h"^^ "^''^^ ^"'^ t^yP^i" inhibitor. For ultravio^k 

(Uy)-A radiation, an illuminator specifically equipped to produce llaht 

re:^?; d'?rom%hr; wavelength range' wa\ ^Ld. T^r^Tj^^lT 

removed from the cell cultures, and keratinocytes were irradiated in oDen 

wa "pla^d tf tL' ^'^r ""^"^ the same meSu^' 

was replaced to the cultures. Control cells were subjected to the 

Identical procedure but were only sham-irradiated. KeratSocyte cultures 

m/i ; . ' ' ' ' ^""^ 2^ h°^" l^ter. The specific wavelength of 

^I^Jes'ted' T S^'^H^r^ mock-irradiated ceufwere 

Harvested 1, 4, 8, 16 and 24 hours after the treatment. Cells were 
harvested and total RNAs were prepared. Before they were used ?or gene 
array hybridization, the RNAs were tested in Northern Blot hybridizations 
with a probe corresponding to the c-fos gene. For Northern blotJiJa iS 
ToTti ZrT\iT'^t V ' agarose-Iormaldehyde gerLd^r^n^a?' v 
probes for c-fos anS^tr^f transferred overnight to a nylon membrane. The 
prooes tor c fos and IL-6 were synthesized using reverse 

transcription-polymerase chain reaction from keratinocyte RNA Addition;,! 
c:i°ture"co^'/%''''^ from cDNA clones obtained from the'^eS^tn ^Jpe 
soW.on K- "y^^^di^^tions were performed using ExpressHyf 

r and ^^H^^ membrane was exposed to Kodak BIOMAX MS Llm at -80 degrees 

ca]r„?.Mn! Jv, r Differential expression was determined by 
exposed cells and'c;% ?"''^ intensity value from UV Ldiation 

exposed cells and control cells. For data interpretation, the Cluster and 

patteriroran'" Tt T""' ^ ^^'^ containing the ;xp^ession ' 

patterns of 311 regulated genes was clustered in two ways, based on the 
similarity of gene expression over the time course of 2I hours and baSjd 
on the similarity between different time points. The clusters wSre 
observed using Tree View program. (274 pages) 
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Detecting compounds that modulate a cellular response to 
ultraviolet radiation exposure, involves 

contacting the cell with a test compound and exposing the 
cell to the radiation; ir- y <= 

cell response modulation, UV radiation, RNA molecule 
measurement human recombinant protein expression and DNA 
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DERWENT ABSTRACT 
NOVELTY 



NOVELTY - Detecting a compound that modulates a response of a cell to 
ultraviolet radiation exposure, comprising contacting 
the cell with the compound, exposing the cell to ultraviolet 

exposure ifn^^ '^'^ ^-^t one time poLt after 

responsTof'a cel^r"?; " Detecting a compound that modulates a 
response of a cell to ultraviolet radiation exposure, 

comprising contacting the cell with the compound, exposing the cell to 
ultraviolet radiation that would otherwise induce the 

response, and measuring the levels of RNA molecules in the cell for at 
least one time point after exposure, is new. The response is an 
expression pattern comprising altered expression o""^ (a nucleic acids 

m?to^h "h^ ^ ^ig^^l transduction protein and f 

mitochondrial protein; (b) nucleic acids encoding a secreted a^ow^h 

compound that modulates a cell response to ultrai^o^e?' ^^^^^^^^^^ a 

rnt. T ^^P°^^^^' comprising: (a) contacting the cell with the 
compound; (b) exposing the cell to ultraviolet 

radiation, where the RNA response detected is the same as th^ 
novel method, and the protein expression response ifthe sa': as method 
(1) , (3) the novel method where the levels of RNA molecules are 
theTvell of '""t ion analysis; (4) the method of (1) where 

iju^/ji h. sapiens translocation T(4:ll) of att-1 rror.^ u . 

X56681 Human junD mRNA, U20734 Human tkLcSptior^Ltorlibra^n: k< 
region and complete cds L38gsi h c=^-i '"="P^^°" ractor ^ubB gene, 5' 

D86988 Human mRNA for KIAA0221 gene, complete cds L1977q h ^ 

ci?9??s/384D8"''"^'lT^'^^^ "^2317'chr:mo1:;e'22^;3 BAc' ? 

L27?06 Sui^ K "^^'^^ sequence, X04412 Human mRNA for plasma gSSolin 
SI M6S974 arowth"" ^"'^^ "°"P^"^^ ^^112? Human^BTGl ' 

speciric protein kinase-gamma subunit mRNA, complete cds. 



L16863 H. sapiens G protein-coupled receptor kinase mRNA, complete cds 
D13705 Human mRNA for fatty acids omega hydroxylase complete cds U37122 

for LIMK-2, complete cds, U07664 Human HB9 homeobox gene exons 2 and 3 

L??oJrS'''' °^^^38 Human mRNA for KIAA0251 geni! partial cds 

mloA I- """""tul f '"-""^^ ^ ^^Ph^ i^^f^^'^ m^A, complete cds,' 

complete cS T?4 8o'rr''^'"'f ' 'T'^'^ "^^^ -^A, 

Uncoupling Protein Uc, D50840 H. sapiens mRNA for 

?i^Ti? 5l"^°^yltransferase, complete cds, M55265 Human'^casein kinf se 

'^^"^5 c°i"Plete cds, M96803 Human general beta-spec^rL 

Q^e' pa°Sal ' """^'^ ^^^^^ "9^°- containing NOTcSr 

partlafcds J03?SlT' ^^^0253 gene, 

n«^Q^^ u ' """^ response factor mRNA, complete cds 

n ? f ox?de Ztyl:: f ^^'"P'^^^ ^i7327'Human n:;ronal 

K™2iri^L^ 1 : f^' =°^Pl«te cds, D86966 H. sapiens mRNA for 

partial cds, U42031 Human 54 kDa progesterone receptor-associated 
immunophilin FKBP54 mRNA, partial, X59434 Human rohu mR^JJor rhodese 
M13929 Human c-yc-P64 mRNA initiating from promoter PO partial cds 
IEX ^-rad?^^'' ""T.'^ """"" ^"^"'^^^^ ^^-P^^^e cdsrS8Si4 

MDNCF XsiSr^r Human mRNA for 

H V^oo ^^"^ melanoma growth stimulatory activity M7288S 

SmOI m^A'"'"' ^^2831 Human transcrlptiorf a^^or 

llllll H ' ^^'"Pl^^^ M28130 Human interleukin-8 gene, complete cds 

X57985 H. sapiens gene for histone H2B.1 and H2A, X5385o Human S^A for 

Smp^2:':dr'iFm29iv'°''''"' ^^p-- 

junD m^A S75763 on^o ^^^P^^^e cds, X56681 Human 

]unu mRNA, S75763 Oncogene Tls/Chop, fusion activate, M84739 Human 
autoantigen calreticulin mRNA, complete cds, M21302 Human smaU protein 
rich protein mRNA, clone 174N, V00599 Tubulin Bet X703?fi M^i^ni^? u 
'n^'^np^or" ^^^1^2 Human m^Af of hisLn^Hlx complete 

ornLrT'''' "^"^ ^^^°220 gene, partial cds, ^6 097$' Human 

^ ""^^'5 DNA-damage-inducible protein, X68277 H. sapienr^LlOO 

Sc nh'orh phosphatase, L13391 Human helix-loop-EelS 

basic phosphoprotem gene, complete cds, M31627 Human X box bindina 

mTclVltT^ """'^'^ spermidine/spermine ' 

xinpfw ^^^f^'^ ^^'"Pl^te cds, X52560 nuclear factor, nf-II 

X61123 Human BTGl mRNA, U20734 Human transcription factor iunB aene 5- 
region and complete cds, U35048 Human TSC022 protein mR^^, 'compfete' cds 
XM?.? S' "^"^ "'^'^ encoding IkB-like activity, Complete cds 

X51345 Human junB mRNA, S68616 Na+/H+ exchanger NHE-1 isoform X8975o'h 
sapiens mRNA for TGIF protein, X69111 H. sapiens HLH 1R21 mZ W4603 

mZ'^f?r°e\'r?;'So°:irr''°^''^'^^^ sequence, ^^^JM^Human 

?GF-bet^ I?R IlSr ^^fP^^^V^^^^^"" ^' H. sapiens mRNA for 

ibi beta IIR-alpha, complete cds, M92843 H. sapiens zinc finaer 
transcriptional regulator mRNA, complete cds, X91247 H. sapiens mRNA for 
TrrT f uctase, U05875 Human clone pSKl interf eron-ga^a r^Jp^or 
nuZ. \ "^"'^^ gene, complete M307of 

Human amphiregulm gene exon 6, clones lambda-ATH ( 6, 12 ) , U34252 Human 
D8M29T":aor"''''"'^ dehydrogenase mRNA, complete cds S78 25 
D85429 H. sapiens gene for heat shock protein 40, complete cds U41766 

S89?S6"';;:a;°^r:j::s^\1"'^'^'"'^^^^^'"^-^^^^ precur^or'i^l 
uoyjjfa Human HLA class III region containing N0TCH4 gene partial 

sequence, homeobox PB, M69181 Human nonmuscL myosin heSw'^cS^n-B mRNA 

?ds U28316'H°"°'° transcription factor lREB6! ?omp?^J' 

cds, U28386 Human nuclear localization sequence receptor hSRP ^inhl 

Z;ietTSr\S330'r''' tyrosine^Xsp^a^fs^'^SS'^ 
complete cds, X64330 H. sapiens mRNA for ATP-citrate lyase U37122 Human 
adducin-gamma subunit mRNA, complete cds, X74008 H. sapien; mRNA for 

c;:p!:te'cd:''x76534'H'^""^' '''''' "^^^^^^ steroro^^L^rmS^, 

Xi^ni\l t ' ^^P^^'^s NMB mRNA, D87071 Human mRNA for KIAA0233 

U90716 Human cell surface protein HCAR mRNA, complete cds, M9^083 Zan 



DNA-binding protein mRNA, complete cds, U29607 Human methionine 
amxnopeptidase mRNA, complete cds, or one of 262 sequences Jiven in the 
KatSof T ""'i epidermal cell, or pref^abJ^ a ' 

keratmocyte a Langerhans cell, a melanocyte or a fibroblast cell The 

S;t:ct'Sl;pic:/%°;''f °^ Post-r:5iat1o;.'Jhe 

.^uno1orbent'a::ay lELIsJr ^"^^^ ''^'^"^ 

exposure response modulator. 

ultrav^ol^t^rL'^^^^'"^''^ compounds which modulates cellular response to 
Ultraviolet radiation exposure, useful for identifvina 

' "SLE"'\o'i1"''^ f^^'^^' or'premature aging. 

EXAMPLE - No relevant examples are given. (459 pages) 
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